This hypothesis article reviews laboratory findings in seronegative arthritides with a view to discovering which cvtokines are likely to be most important in their pathogenesis. It concludes that transforming growth factors may play a significant role, and suggests that they derive from a group of T cells which have recently been rather neglected by academic immunologists.
Ankylosing spondylitis (AS) and psoriasis are unusual in being primarily associated with class I HLA molecules-AS with B27, psoriasis usually with Cw6 so that many of their epidemiological properties seem to be either identical or complementary. Many of the B27 negative patients with AS also suffer from psoriasis,' while psoriasis patients who are B27 positive tend to develop an axial arthritis. Rats carrying the transgenic human B27 gene develop both psoriasis and arthritis. This last observation may be connected with the fact that normal rats differ from humans in having only one locus equivalent to the human HLA-A, -B, and -C,3 so that any subtleties relating to differences in biological properties between HLA-B and -C antigens are likely to be lost in these animals. AS and psoriasis are both also associated with high levels of serum IgA. 4 As it seems unlikely that this is a coincidence, this article considers possible reasons for a connection between serum IgA and class I susceptibility in the case of AS.
The original observation that AS is associated with high levels of serum IgA' has been confirmed frequently. However, as several AS patients have been described who were periosteal sheath during the repair of rat tibial lesions-a process during which production of TGFI correlates initially with early intramembranous bone formation, and subsequently with chondrogenesis immediately preceding endochondral ossification. Injection of TGF( into the periosteal sheath ofyoung rat bone causes formation of a cartilaginous mass which converts to bone as soon as the injections cease.25 TGFI is therefore a good candidate for a key cytokine in a disease in which ankylosis of the sacroiliac joints is a major symptom. However, inert TGF,s can be produced by almost any cell after suitable stimuli,26 and subsequently require activation. 27 Hence, we need a mechanism by which they might be delivered specifically. Can any of these potential sources be associated with the histocompatibility antigens of AS?
The function of B27 and other HLA class I molecules is to assist in the interaction of cells with CD8 positive T lymphocytes. Older textbooks divide these into cytotoxic (Tc) and suppressor (Ts) cells, but Ts cells have recently been unfashionable, perhaps because they are more difficult to manipulate experimentally. In summary (figure), this article suggests that data on IgA production in patients can be interpreted as showing that TGF3s are significant in the pathology of AS and psoriasis.
Whether they have a role in the initial inflammatory reactions is not clear; but they are likely to be important in the repair processes which lead to bone formation at Romanus lesions. It is speculated that the source of these TGFs is a stimulated CD8 positive Ts cell, reacting with HLA-B27 which has been 'activated' by an unknown mechanism. 
